hepatocytes. 
Introduction
Endothelin (ET) is a potent vasoconstrictive peptide originally isolated from the culture supernatant of porcine aortic endothelial cells1). It consists of 21 amino acid residues with two intramolecular disulfide linkages, and is now regarded as a local regulator of vascular tonus. In addition to its potent, long lasting vasoconstrictor and pressor actions2), ET has been revealed in extravascular tissues to have a wide range of biological effects, most of which are elicited physiologically by the constriction of smooth muscle. Furthermore, recent extensive studies have produced the evidence that ET also has bioactivities even in noncontractile tissues such as fibroblast cells, adrenals, mesangial cells, and central nervous systems3). The pharmacological and biological effects of ET on the liver, however, have not been widely demonstrated4). We report here that ET-1 binds with a high affinity to mouse hepatocytes at its specific ET receptor site, and demonstrate that ET-1 stimulates primary cultured hepatocyte protein synthesis directly. It therefore has the characteristics of a local regulatory agonist of liver function. of 3H-leucine (New England Nuclear, NET-135L, specific activity: 5 Ci/mmol). Then the cells were lysed with 2 N NaOH containing 0.025% Triton-X. Trichloroacetic acid (40%) precipitable materials from the cells and medium were then harvested on glass-fiber filter paper with a semiautomatic cell hervester (Skatron) and their radioactivity levels were determined by liquid scintillation counting (Beckman)8). and as such warrants further study in this regard . The mechanism by which ET-1 augments protein synthesis remains unclear . Many studies have proved that phosphokinase-C dependent mobilization of cytosolic calcium ([Ca2+]i) is the most important component of the signal transduction pathway by which ET-1 elicits its effects1, 21, 22 ) . An increase in [Ca2+]i also seems likely to trigger a sequence of early biochemical events in hepatocytes and modulates cellular metabolism4) . The mechanism by which ET-1 stimulated hepatocellular protein synthesis , however, needs to be elucidated and awaits investigation.
It may be postulated that under traumatic conditions such as shock and/or other forms of liver injury which lead to liver vessel endothelial cell damage , the endothelial cells in the major blood vessels and microvasculature are stimulated to synthesize and secrete endothelin and that as a result, hepatic function is altered4). Liver sinusoidal cells play a major role in endotoxin detoxification, and interestingly, endotoxin has been observed to stimulate endothelin synthesis both in vitro and in vivo, suggesting that ET-1 acts in mediating the pathological effects of endotoxin which may be associated with endothelial cell damage23,24). Moreover, the secretion of ET-1 has been shown to be stimulated by interleukin-125), and tumor necrotizing factor26). IL-1 has also been found to modify the stimulatory effect of ET-1 on protein synthesis in hepatocytes in a dose-dependent manner (data not shown). These facts suggest that some cytokines and ET-1 are involved closely in the control of hepatocyte metabolism. Further investigation is necessary in this regard.
